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Kansas City, Missouri

TOKICOLOGICAL EVALUATION
fae Tolloving studios which are partinent to our tovicelogic
roguisomants were incomorated into Section D of the potition
and wore not evnsicdured in our original evaluation of toxicity
data in Section C.

I. ‘The Motabolic Fate of Daygon in the Rat (Chmmgm Ocrp..
28197 .

A. Procedure

64120

1. Individual rats were administercd B mg/kg of isopro-
poiv=1,3-14- or carbonyl-l4c labelled Baygon by intu- -
bation. Scdium hydroxide trops for erpired gases were
satpled ot one hour, three hours, at 3 hour intervals
thereafter throuvgh 54 hours, and at 72 hours. Toluene
traps were changed at 12, 24, 48, and 72 hours., Urine
and fooos sarples vere oollccted every 12 hours until

sacrifice at 72 hours.

2, - A female rat was intibated with 10 my/kg of labelled

Baygon (isopropoxy-1,3-3y and ca.zbonyl—-l4c in a 3/
14¢ ratio of 15:1). Ethanolamine traps for axpired
guses were sarpled each hour for 9 -hours and then
at 12, 13, and 24 hows. The urine and feces were
collected at 6, 12, and 24 hours.
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. 3. A rat was treated orvally with 5 ma/kg of isopropowy-— (:&
, 1,314, 1ab211~d Bggon. The expiredgases were e
colleelxd in sodiwn hydroxida trops for 24 hours SN
. after treatment, il
B. Results “

Fats orally treated with BAYCON eliminated 85% of the
administered dese within 16 hours of administration,
20-25% oz volatile coipounds (CO,, acotonz), and 60% . ]
in tha vrinas as conjugates, the remaindor in the feces. o
The major route of motabolism in rats is depropylatica ‘
to O-hvduossihonyl N-mothylearbarates, or hydrolysis
of the carbamate linkage to yive isopropyl phenol.
The minor matabolic pathway is belicvad to be ring , - N
hydroxylation at either the 5 or 6 position with secon- ?
dary hydrosylation of the a-carbon of the isopropoxy
growp. An adaitional metabolic pathway can be dravmn
from the N-liydroxy methyl motabolite. Metabolites
vhich arc ring hydroxylated in the 2 or 6 position
form N-conjugates while the others form O-conjugates.

II. The Acute Oral ‘vxicity of o-Hydroxyphenyl N-Methylcarba-
mate to Rats. (18608). L o ;

Adult fermale rats were administered this Baygon metabolite
suspended in 0.23 agusous carboxymethylcellulose via stomach
. tiba, Toxic doses produced tromors within one hour and death
; was precedad by comvulsions. Death or epparsnt conplete re- .
4 o ' covery occurred within a day of treatment. The approximate
: ) . 1D50 was 1100 mg/kg. ' -

III. Plant Mctabolism of Baygon (Chemagro Corp.; 21746).

Folluwing foliar application of carbonyl and isopropexy lebelled
- pBaygon C1? to groving plants (bean and corn) large quantities
of Baygon were volatilized from the leaf surface. Baygon com-
prised 69-933 of the residue remaining after 5 days and 36% of
the residue at 14 days., Motabolites tentatively identified were
B-glucosidos of o-hydroxyphenol N-methylcarbarate and o~isopro-
poxyphenyl N-hydroxymethylcarbamate and the corresponding un-
conjugated forms. : :

IV. Petabolism of Daygon in Corn Plants (Chemagro Corp,; 29232).

Baygon accounted for 500 of the rosidur at the 14-day sanpling
interval. B=glucosidas of o-hydroxyphenyl-N-metiylcarbamate
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and o~1°ov%pu“ p‘\‘ 11—-&3-}13/:1:0.-. srethylearbarate accounted for
19.2 ad 3.5% of tio rowmdning activity. Most of the 9.63.
unidentificd activity was associated with solids and 17.6%
was lost probably due to hydrolysis of the carbamate moiety.

DISCUSSION

The patitioner has fulfilled requirenent #3 of Dr. M.L. Quaife
in her review of PP 900765 (Awril 7, 1969) with the above data.
the retabolic pathways of Faygon on treated oconmodities and in
the rat appaar to be very similar. ‘The major metabol:.t@s are
identical in bezans, com, and the rakt.

The principal matabolite, o-hydroxyghenyl N—m..thylcarbamabe,

approximately 10-fold less toxic than the pan:.nt compound in the
female xat.

Technical Raygon

IDgq 87-110 mg/kg
- o-Hydrosyrhenyl N-methylcarbamate

LDsg 1100 mg/kg

RECOIENDATION

Toxicology Branch considars the metabolism requirement (#3) to
now be fulfilled. The present petition is still considered de-

ficient until requircrents #2,4, and 5 (mero of July 10, 1972)
are matk, -
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